/d/SttfSt 



WO 03/089572 



1/16 



PCT/US02/35518 



Single-crossover recombination 

geneX ORF 



■c 



C-terminal truncation 

— i i : 



geneX 



y 



' recombination 




tot*] [ 



oriT 



FIG. 1 



N-terminal truncation 



I 



geneX 



Promoter Swap 



regulatable 
promoter 



geneX 
fragment 



tet R 



geneX ORF 



recombination 




geneX 
fragment 




oriT I— C T 

— / 

regulatable 
promoter 

FIG. 2 



geneXORF 



WO 03/089572 



2/16 



PCTYUS02/35518 




WO 03/089572 



3/16 



/o/s// /S/ 

PCT7US02/35518 



i + 

CO CO 

m 10 

X X 

Q Q 



o 
< 

CL 



O 
< 
Q. 



o o m to 

O O T" 

cvj cs| in to 

O O CO CO 

< < < < 

Q. Q. Q. Q. 



I H t H I. I 



o 

NT 
CM 

CD 



O 



CO 
LU 

O 
X 

o 

DC 




009 ao 



WO 03/089572 PCT/US02/35518 

4/16 



POLYMIXIN PERMEABILIZATION PA01 




NO 
DRUG 



tet 1/16 
MIC 



L161.240 
10ug/ml 



ED No polymixin 
□ Polymixin 



DRUG 



FIG. 5 



WO 03/089572 



5/16 



PCT/US02/35518 



€0 

m 
X 

o 



1 



1 1 s a 

g S ^S. a. 

> > a <g 

CO CO % 5 

= = (0 w 

8 8 < < 

LU UJ Q. Q. 



M <M M 




WO 03/089572 



6/16 



PCT/US02/35518 




/Q /SI 




WO 03/089572 



8/16 



PCT/US02/35518 




FIG. 9 



WO 03/089572 



9/16 



PCT/US02/35518 



§ 



8 

CO 



s 



o -J 



o 



□□□ 



□CD 



1000 



2000 
Gene Size 



1 — 

3000 



FIG. 10(a) 



4000 



CM 

o _ 



GO - 



CO - 



CM - 



O -J 









I I 


I II I 



4000 6000 8000 10000 12000 14000 16000 18000 

Gene Size 



FIG. 10(b) 



WO 03/089572 



10/16 



lot S/l'S/ 

PCT/US02/35518 




No. of Iterations 



FIG. 11 



WO 03/089572 



PCT/US02/35518 



11/16 



CM 

CD 



















































t 

?' 

<0 


CM 

* d' 

LU 




m 
in 

i 


-0.78 










—— « — 

? 


! o 


o 
0.28 


5 > 

o 


-1.03 












— — < 

CO 

1 


i 2 

o 

0.49 
< 


5—» 

CM 

« 5' 


CM 

o 
1.25 


-1.81 










r— 
i 


■ 


4 «— 2 

o 

' J, 

1.24 
« 


r— > 

CM 

, 1-72 


-2.54 












CM 
i 


\ <— 2 

0) 
CM 

1.68 
I -i 1 


£ * 

CO 

2.48 
Id < — \ 



Iteration 
1 

05 



822 



821 



588 



359 



310 



195 



66 



CO 



T" 



to 



"T" 



t 



-r 

CM 



loismst 



WO 03/089572 



PCT/US02/35518 



12/16 



CO 





























































































LU 


































-J 







































































































































































































































































































































































































































































' i i i i \ i i i — i — i — i — i i i i — i — r~~ 
g^ror^cotn^rcocN^ocncoi^toio^co cm 
cococococococococococnj^c\i^c\i^jc4cv1 



CD 
CM 

CO 
CM 

a 



CNJ 

o 

CNJ 
CJ> 

00 
. CO 

. m 

T — 

co 
I. CN 

o 











































1 1 1 


























MLE 

















































































































































































































































































i — r 



IT) 

co 

CM 



CO 
CD 

in 

CO 
CM 



U^TfCOCMT~oO>CON.CDlO'srcOCM 
COCOCOCOCOCOCMCMCMCMCMCMCMCM 






















































MLE 















































































- CO 



— 1 — 

CD 



00 



— r- 

CD 



m 



— T— 



— i — 

CO 



™n r— 

CM 



■ CD 



in 



CO 



CM 

































































































































































































































































































































































































LU 


































-J 



































































































































































i — r 



-i — i — i — i — r 



-t — r 



CO 

T~ 

I s * 
T— 

CD 

T— 

lO 
CO 

T— 

CM 

O 
O 
00 

CD 

in 

CO 
CM 



cDin^cocM^ooiooN.cDinxrcocNi^oc^ 

CNCMCMCMCN|CgCMT-'c-^-T-^-T=- t- r- t- t- 



WO 03/089572 



13/16 



PCT/US02/35518 




FIG. 15 



WO 03/089572 PCT/US02/35518 

14/16 




FIG. 16(A) 



I0\S ll is I 

WO 03/089572 PCT/US02/35518 

15/16 




0 83 0 84 0.85 0.86 0.87 0.00240 0.00250 0.00260 

Value Value 



FIG. 16(B) 



10/511 I 



5 I 




